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COOH(SBQK>N0.3) 



P5 stibunit: NH E M-A-S-N^Y(POj)-R-K-PJ^-T.H-T-V.D-F-T-F-N^-F-N-K-S- 

Y(P03)-N-G-T-V-D-COOH (SEQ ID NO. 4) 

ptisubTOit: NH-Q-T-G-T-N-P-L-Y(PO,)-R-(^^^ 

Q-K-V-D-L-S-T-D-C-COOE (SEQ ID NO. 5) or 

NH-0^T^-T-N-P-T^Y(PO 3 )-R-rT-a-T-a-T-F-K-N-V-T.Y(P03)-K-H-R- 
COOH(SEQIDN0.6) 

|$7 subunit: NH DRREY (PO,)-&-R-F-B-K-E-Q-Q-Q-L-N-W-K-Q-D-S-N-P-L-Y(P03> 
K-S-A-l-COOII (SEQ ID NO. 7).~ 



Please replace the paragraph beginning at page 19, line 18, frith the Mowing rewritten 
paragraph: 



Any interna which contains a ptaosphorylated tyrosine in the cytoplasmic domain of the 
p suhunil uan be used for identifying and isolating an integiin cytoplasmic signaling partner. 
These particularly include the jS2j 03, p5, p6, [37 and 08 subunito, but other p subuirits are 
uiniKniplafed. These particularly exclude fl sormnitfi in which the. pho^hoiytatiad tyrosine is 
followed by an isoleurine or leucine in an IT AM motif (YXXBL) (SbQ ID NO. 8) - 



Please replace the paragraph beginning at page 42, line 15 through page 43, line 6, with the 
following rewritten paragraph: 



-In light of our discovery, the following observations are relevant The NPLY sequence 
(SJiQ ID NO. 26) encompassing residues 744-747 of GPUIa U homologous to the NPXY motif 
(SEQ ID NO, 27) which, when phosphoiylatcd on tyrosine, is known to bind proteins with the 
phuaphoLyrosiuc-biudiiig (PTB) domain sulIi aa SHC, TRfM , and possibly pp!40 fcDa 
(Kavanaugk W.M. et cl, Science (im) 266:\m-l*€5\ Gustafton, T.A. & a/., Mot. Cell Biol 
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(1995) 1*2500-2*08). Th«ealso exists an immune ^eptoriyrosiu^cd activation moi^ 
(ITAM; YXXL^CXXXXXYXXL^) (SEQ JT) NO. 9) tbund on suhuni* of *c T coll 

^ Law DA ««f,*r,. Art (1993)3:645-657. It 5k mtad that the sequence ta 

L athou^n^^ 

TWoxe.the^cvto^^ 

cytoplasmic domain of »c ft* integrin. which does «* W homology to the other ^ » 
^bumW^oescontainanrTAMdo™. T.ike other ITAMs, mis domain has recently been 

• ^toactmmei^ui^ 

14-447W4B1). Axoidiiitfy,*^^!"^^*^^ Mdennmc whether the 
tyrosine residues within the GPIlia we also pr^^xyl^ed m response to stimiili^ch 
activate tha CiPnb-lUa integrin.- 



Please replace*e P *r^^ 

paragraph: . 



discovery dat the cytoplasmic domain of GPITtaisphosphorylatedattyro^ 

residues during platelet aggregation w» the first step in demonstrau^ thai the phosphorylated 
. ], cytoplasmic doni^n has functional activity in imping with signaling proteins. A 

%> K phosphoryloted peptide copending residue. 740-762 of GPHIa W as synthesized and coupled 

to bioiin at the main tennifflis: 

(Peptide 1) Biutin.r>T-A.N-^^^ 

COOH(SEQTT)N0.3).- 



Mease replace the paragraph beginning at page 47, Hue 23, *ith the following rewritten 
paragraph: 
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- A. r«nlrol peptide was synthesized -with aa identical sequence, but unphospboiylaled: 

(Peptide!!) .Bictm-JD-T-A-N^P-M^K-E-A-T-S-T^T-NJ-T-Y-R-G.T.COOH 
(SEQTDNO. 10).- 



Plcasc replace the paragraph beginning at pag« 52, line 3, with the following rewritten 
paragraph; 



-The following peptides are used to demonstrate die h i nrl tog of signaling partners to 
integrms containing a phosphorated pi suhntntr 

(peptide 1) biotin-D-T GE-N-P-I-y(P03)-K'S-A.V-T,T-V.V-N-P.&Y(PO,)-E G K- 
COOII(SDQE>NO. 1) 

and the imphosphorylated control peptide 

(peptide 2): biotin-D-T-flwR.N-P.l.Y.E:.j.A-V^T-T-V-V N-P-K-Y-&G-K-OOOH 
(SBQIDNQ. II)'.- 



-The following peptides art used to demonstrate the bindin B of signaling partners to 
imegtins containing a phosphorylated 05 subuniL: 

(peptide 1) Uiotin-E-M-A-S-N-P L-YCPaj-R-K-P-T-S-T-H-T-V-D-F-T-F-N K-P-.N-K-S- 
Y(P0 3 ) N-G-T-V-D-COOH (SEQ ID NO. 4) 

and the nnphiispliorylated control peptide: 
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0/\ (peptide 2) HcidiiM^ F M^-N-K-S-Y-N- 

Q T V-U-COOH (SEQ ID NO 1 ?-) .- 



Pleas* replace the paragraph beginning at pnge 57, line R, with the Mowing rewritten 
paragraph; 



-The folbwmg peptides arc used to demonstrate the binding of signaling partners to 
integrinc containing a phospborylated p6 suhunil: 

(peptide 1): bintin-Q^T-G-T-N-P-L-YffO.,) R G-S-T-S-i^ 
K-Q-K^V-D-L-S-T-D-C^COOH (SBQ ID NO. 5) 

and (be iinphosphorylatcd control peptide: 

(peptide 2): biotfc-Q-T~G-T-N-P-L^^^ 

D^L-S T D-C-COOH (SEQ ID NO- 13).-- 



Please replace the paragmiib beginning at page 57, line \% with the following rewritten* 
paragraph : 

-Alternatively, a phosphorylated peptide missing the 1 1 carboxy tenninal amino adds, 
which may ha as\ influence on signaling through this integral* can be used, This peptide is 
rj * used 10 identify signaling paitei us which do not recognize the entire cytoplasmic domain. 

(peptide 3): biotin-Q-T-G-1- N P L-Y(P0 5 )-R-G-S-T-S-T-F-K-N.V.T-Y(PO>)-S:-H-R- 
> COOIUSEQIDNO^- _ 

Please replace the paragraph beginning at page 60, line 14, with lite following rewritten 
paragraph: 



-The following peptides arc U3ed to demonstrate the binding of signaling partners to 
integrals containing a phosphor ylatsd 02 subunit: 
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(peptide 1): biotinrD-L-R-E-YCPOil-K-K F -E K E K. L S Q-W-N-N-D-N-P-L-F-K-S-A. 
T-COOH(SEQIDN0.2) 

and the vmphosphflrylated control peptide: 

bicii»i-lV!^.F-Y-R-R-F-E-K-I>K-L-S-Q-W-N-N-D-N-P-L-F-K-S-A-T- 
COOH(SEQIDNO. 14).-- 



library screening. 



Pleaae replace the paragraph beginning at page 62, line % with the Mowing rewritten 
paragraph: 

ihe following peptides are "used to identify signaling proteins associated with the (57 
cytoplasmic tail in a phospho-dependent manner. These peptides ore U3ed to precipitate proteins 
from suitable cell Lysines* (e.g., <li JTWmi lalwl THP-1 rail* as desci ihed above), and for cDNA 



Y(P0 3 )-K-S-A-I-COOH (SBQ ID NO, 7) 
and the unphosphorylatod control peptide: 
biotin^D-R-R^ 
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